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WE (I) the undersigned inventory, hereby : :declare(s) thai: 

My residence, pose office address and citizenship are « stated belo- nest to my name, 

H ,^ t He ordinal first, and joint (sole) »ventor(s) of the subject matter which is 
We (I) believe that we are Q. am) the original, nrst, »»» jv v , 

claimed ind for which a patent fa \^^^^^^^ xMtm ^z of impaired interpersonal 
"Therapeutic methods and compositions forthe^r ^ 




the specification of which 



□ is attached hereto. 

□ was filed on _ 



as 



Application Serial No. 

and amended on 
CJ was filed as PCT international application 
Number PCT/EP0Q06259; : 

on 

and was amended under PCT Article 19 



on 



(If applicable). 



u + fn h* ve reviewed and understand the contents of the above-identified 

We (I) acknowledge the duty to disclose information kno^ to be material to the patentability of this 
JmL aTdefinedb Section 1.56 of Title 37 Code of Federal Regulations. 

We » hereby cUim foreign priority^ ^3^^ P ^aiS 
application^) for patent or inventor b*l ow and have also identified below, by 

dXgnated at least one country or PCT International application 

checking the box, any foreign i, claimed. Prior Foreign Applications) 

Laving a filing date before that of the application on wnicn pnqr»«.y 



Application No. 



Country 



Day/Month/Y ear 



Priority 
Claimed 

D Yes □ No 

a Yes □ No 

□ Yes n No 

O Yes □ No 



l/9b 
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Deciararion 

W. (0 hereby claim the benefit under Title 35, United States Code, § 119(e) of any United States provisional 
application(s) listed below. 

P 60/140563 , J""e 2 ?. iSSS 

(A pp Ucacion Number) £>■"») 



^Application Number) (FiUng Date) 



. , r , ^ . „ * = TT c r 8 120 of anv United Suies applications), or § 365(c) of any 
wr. rp| herebv claim this benefit under 35 U.i>.^ 9 ^ u °* ^7 ^f" , j • r . -l- Q ,,u;^ m n«*r of 
PCT InTe^Ll application designing the United States, 

Lh of the claims of this application is not <^ U ^TS£wd^ duty tfdiselose 

b the manner provided by the first t^^^^SmilH^hmJ^wn^Utmrna^ 
information which is material to V^^j^^^^^^^ .pphcation. 
fding date of the pnor apphcauou and the nataonal PCT Internan ^ patc nted, 

Application Serial No. Wta. Date abandoned) 




G. Baxter, Reg. No. 32,884; Martin ml. ^o« lc *, ™« "T; t r^. No , 26 ,142; Richard 

Trevor, Reg. No. 36,379; Steven P. Weirouch, Reg. No. 32 829 John .T 34 ; 426 . Jaroe$ j. 
L. China, Reg. No. 34,305; Steven E. Upman, Reg. No. 30,01V Carl E. Schher Re . , 



mm . — - — — — w 

this application 

chat 2 I correspondence regarding this appneation be sent to tne iirm ^J^^ 
MAIER BC NEUSTADT, P.C., whose Post Office Address in Four* Floor, 1755 Jeiferson uavts nig y, 

Arlington, Virginia 22202. knowledge arc true and thai all statements 

Wp fi\ declare that all statements made herein of our trny; own Knowieage are uuc <^ 
We W declare tnai ^ u*w-d to he true- and further thai these statements were made with tne 

the validity of the application or any patent 'issuing thereon. 



Tony MARCEL 



NAME OF FIRST SOLE INVENTOR 



Signature of Inventor 




_ Residence: , 2i Avenue KUber - 75115 

fra^c^ — 



Citizen of: 



fkance 



Post Office Addrsss: 



The same a6 above 



Date" December 27, 2001 
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Declaration. 



Franco ia R0UGE0N 



NAME OF SECOND JOINT INVENTOR 




Signature of Invent 



29 RuuLe db DaiuL Lflgte r 



Residence: 

7 8 120 FOtCT T? LA rGKU ' l 

A6 1 rcTFaTTTT^ ■. Ji.i/o 5t^^' 

— 



Citizen of; France 



Post Office Address: Th e ttw a ftp rtww -a. 



Date 



Catherine ROUGEOT 



NAME OF THIRD JOINT INVENTOR 




Signature of Inventor 



Residence: 



Hameau de Talon 



39 Route de Cholael 



Citizen of: gtUKCF 



Post Office Address: jhe same as aboye. 



Dace 



NAME OF FOURTH JOINT INVENTOR 



Residence: 



Signature of Inventor 



Citizen of: 



Post Office Address: 



Date 

Residence: 

NAME OF FIFTH JOINT INVENTOR 



Citizen of: 



Signature of Inventor Po$i Qffice A ddress: 



Date 



1/96 



to; t 
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IN THE UNITED STATES PATENT AND TRADEMARK OFFICE 



In re-application of 
Marcel et al. 

Group art Unit : 1647 

Serial N° : 10/024.535 : 

Examiner : Wegert, Sandra L. 

Filed : 12/21/2001 

For : Therapeutic methods and compositions for the treatment of 
Impaired personal and behavioural disorders 



DECLARATION UNDER RULE 37 C.F.R. S 1.132 



Hon, Commissioner of Patents and Trademarks 

WASHINGTON D.C. 20231 

Sir: 

I, Marie-Noeile RENONCET-UNGEHEUER, residing at 12 rue de 
Bgnodet, 78310 Maurepas (France) ; 
Declare and say : 

I am citizen of France. 

I am MD, graduated from the University of Rennes I (France), and PhD, 
graduated from the University of Paris VI (France). 

Currently, I have the position of Medical Investigator at the Medical 
Center of Institut Pasteur. 
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The use of animals, such as rodents, to model human physical 
and mental disorders has long been an integral part of medical and 
scientific research and it is expected that rodents will carry the main 
workload of animal research aimed at treating human disorders for 
some time to come (e.g. Dobbing, J.. "Undernutrition and the 
developing brain. The relevance of animal models to the human 
problem". Bibl. Nutr. Dieta 17:35-46 (1972) ; Shaywitz, B. A. et al., 
"Animal models of neuropsychiatry disorders and their relevance for 
Tourette syndrome,", Adv. Neurol., 35:199-202 (1982) ; and Newport. 
D.J.. "Parental depression : animal models of an adverse life event.", 
Am. J. Psychiatry. 19:1265-1283 (2002)). For example, complex human 
behavioural conditions have been successfully modelled in animals. 
Rodent models of psychiatric disorders such as schizophrenia, fear and 
anxiety, depression and alcoholism are well established and these 
models are being actively pursued to identify effective therapies to treat 
humans afflicted with these : disorders (e.g. Hitzemann, R., "Animal 
Models of Psychiatric Disorders and their Relevance to Alcoholism" 
Alcohol Res Health 24:149-158 (2000) ; and Ellenbroek. B.A. "Effects 
of JL13, a pyridobenzoxazepine with potential atypical antipsychotic 
activity, in animal models for schizophrenia," J. Pharmacol Exp Ther" 
298:386-391 (2001)). 

The Examiner opines that the description of experiments in 
normal rats is not adequate Written description of a genus of treatment 
methods that can be applied to humans. I respectfully disagree. 

For instance, sexual behaviour studies in rats have had 
predictable and similar outcomes in humans. For example, studies of 
sexual disorders in male rats have shown that androgens are essential 
in the maintenance of nitric* oxide-mediated penile erections as in 
human males (Aversea, A., et aL, "Androgens and penile erection : 
evidence for a direct relationship between free testosterone and 
cavernous vasodilation in men with erectile dysfunction" Clin 
Endocrinol, 53:517-522 (2000)). Another example involves the 
treatment of male rats with the estrogen delivery system, E2CDS. This 
treatment resulted in a decrease in the levels of luteinizing hormone 
and chronic stimulation of male sexual behaviour. Human clinical trials 
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with E2CDS were found to decrease luteinizing hormone levels in a 
similar fashion to that seen in rats (Brewster, M. et al., "Brain-Targeted 
Delivery of Estrogens", Review in the Neurosciences 2:241-285 
(1990)). Furthermore, estradiol treatment has been proven to stimulate 
libido in human male subjects, matching the sexual stimulation in male 
rats (Bancroft, J. et al., "The control of deviant sexual behaviour by 
drugs : behavioural changes with oestrogens and anti-androgens", 
British Journal of Psychiatry 125:310-315 (1974)). 

All of these studies point to the rat as being a good system for 
modeling human sexual disorders. Given the burgeoning collection of 
studies showing that rodent models are satisfyingly predictive of human 
sexual disorders, I believe, as one skilled in the art, that the results 
described in the above-referenced patent application are supportive of 
the claimed invention. In my opinion, as one skilled in the art, I contend 
that there is a very reasonable basis for expecting the disclosed 
method of treatment to be successful in treating humans with mental 
disorders, especially impairedisocial activity linked to sexuality. 

Although some animal models closely mirror the human condition, 
most animal models are unable to recapitulate the human disorder. Yet 
they have proven to be valuable (Sarkisian, M,R., "Overview of the 
current animal models for human seizure and epilieptic disorders" 
Epilepsy & Behavior : E&B 2:201-216 (2001) ; Shahbazian M et al. 
"Mice with truncated MeCP2 recapitulate many Rett syndrome features 
and display hyperacetylation of histone H3 M Neuron 18:243-254 (2002) ; 
Freeze, H.H., "Human disorders in N-glycosylation and animal models" 
Biochim Biophys Acta 1573:388-393 (2002) ; and Maurer, M. and Gold, 
R. "Animal models of ; immune-mediated neuropathies" Curr Opin 
Neurol 15:617-622 (2002)). Normal animals have also been of use in 
advancing new therapies for human sexual disorders. A good example 
of this is the use of normal rodents in testing sildenafil (Viagra). Viagra 
modifies sexual arousal and ejaculatory mechanisms in normal rats in a 
similar manner to humans (Gemalmaz H. et ah, "In vivo and in vitro 
investigation of the effects of sildenafil on rat cavernous smooth 
muscle" J. Urol. 165:1010-1014 (2001) ; Tsukamoto, J. et al., 
Treatment of erectiledysfunction : what should we do next ?" World J. 
Surg., 24:1180-1182 (2000) ; Ottani A. et al., "Modulatory activity of 
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sildenafil on copulatory behavior of both intact and castrated male rats" 
Pharmacol Biochem Behav 72:717-722 (2002) ; and Ueno, N. et al. 
"The effect of sildenafil on electrostimulation-induced erection in the rat 
model" International Journal of Impotence Research 14:251-255 
(2002)). The improvement over the baseline of sexual activity in normal 
rats, upon treatment with sildenafil, correlates well with the improved 
sexual activity of similarly treated human males. Thus, normal rats can 
serve as good models when an increase over baseline in a phenotype 
such as sexual behavior is sufficient to ameliorate a similar human 
condition. 

The specification of the patent application discloses improvement 
of sexual behaviour, in a rodent model, by administration of the QHNPR 
peptide as a basis for the efficiency of the QHNPR peptide in humans. 
The specification clearly indicates that treatment of male rodents with 
this peptide improves their sexual behaviour (see Examples 3 through 7 
on pages 17-21). Based on this disclosure and the art in the field of 
animal modelling of human disorders, in my view there is a reasonable 
basis to believe that treatment of humans afflicted with sexual disorders 
using the QHNPR peptide would be successful. As indicated above, 
there is sufficient evidence In the field that rats are good models for 
human conditions. 

i 

t 

The Examiner has opined that there would be undue 
experimentation involved in reducing the claims to practice, that is, in 
treating a mental disorder, in particular impaired social activity linked to 
sexuality, in humans with the QHNPR peptide. More experimentation 
would ultimately be done in humans to obtain FDA approval. 
Nevertheless, this does not make the experimentation undue, as such 
testing has been performed in the art. Almost all human clinical studies 
have their origin in animal models and the art typically engages in 
pursuing human studies after evaluating the results from animal 
models. 
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The undersigned Declarant declares further that all statements 
made herein of his own knbwledge are true and that all statements 
made on information and belief are believed to be true ; and further that 
these statements were made with the knowledge that willful false 
statements and the like so made are punishable by fine or 
imprisonment, or both, under section 1001 of Title 18 of United States 
Code and that such willful false statements may jeopardize the validity 
of the application or any patent issuing thereon. 



Signed this 




2005 
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Marie-Noelle RENONCET-UNGEHEUER 

Nee le 7 tWcembre 1 963 & Chfitellerault (86), marine, deux enfants 

Adresse personnels : Adresse professionnelle : ICARe 

1 2 rue dVBenodet Centre Medical de Plnstitut Pasteur 

78310 Maurepas Institut Pasteur 25-28, nie du Dr Roux 

75 264 Paris cedex 1 5 
Tel: 01 30 69 94 51 Tel. : 01 40 61 35 81 

E-mail : marie-noeHc.ungcheuei^wan iriQfLfr muijgehtaipastgur-ft 



MEDECIN DE RECHERCHE CLINIQUE 

Medecin de Recherche Clinique depuis septembre 2002 au Centre Medical de l'lnstitut Pasteur (CMIP). 
Investigates dans des Etudes de physiopathologie initiees par des chercheurs du campus pasteunen, 
Responsable d'ICARe (Investigation Clinique et Appui a la Recherche) au CMIP. 
Organisation d'une etude multicentriqu? impliquant des services d'infectiologie de la region parisienne. 

r 

CURSUS ET DIPLOMES UNTVERS if AIRES 

1 994 Th&se de Biologie m&Jicale, Rennes. 

1995 DEA de Biologie Cellulaire et MoISculaire, option Immunologic University de Nantes. 

Financement FRM. 

Laboratoire : ITERT - U 437, Dr. Christine PourceL 

Criblage d'une banque de cDNA de cellules porcines par le sirum humain total, & 

la recherche de xenoantigfcnes impliqu6s dans le rejet de x£nogrefTe. 

> 

2001 Thise d' Immunologic, University Paris VI. Financement CE et CIRMF. 

Laboratoires d'accueil : Centre International de Recherches Medicates de 
Franceville' (Gabon) puis Laboratoire de Biologie Parasitaire, Museum National 
d'Histoire Naturelle (Paris), 

Co-direction : Dr| O. Bain (MNHN) et Pr. P. Debt* (CHU Pitie-Salpetriere). 
Etude des m&anismes de protection dans deux modules de filarioses ; Loa loa 
chez des mandrills vaccinas par larves irradi&s et Liiomosoides sigmodontis chez 
des souris prirno-infectdes. 

mai 2000 - sept 2002 : Post-doc en Parasitologic Biomedicals P. Druilhe, Institut Pasteur (Paris), 

Etude de la reactivity Lntra-hepatique chez des souris immonis6es par des 
antigtaes candidats vaccins de stades hlpatiques de Plasmodium falciparum. 

LANGUES Anglais et Allemand : courants. 

* $ 

AUTRES ACTIVITES Flftte traverstere. Dessin. Randonnee. 
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